). members appears to be required for both the killing The backbone relaxation rates for these central residues activity and dimer formation, although dimerization does are close to the average values for residues in the rigid not always correlate with the killing activity (Wang et , is hidden in cytosolic form of Bax and becomes accessible to antibody binding after memof these three flexible regions, the N-terminal tail (15 residues for Bax, 3 residues for Bcl-x L ), the long loop brane insertion during apoptosis (Nechushtan et al., 1999) . This indicates that a structural change that expobetween ␣1 and ␣2 (18 residues for Bax, 63 for Bcl-x L ), and the loop between ␣8 and ␣9 (5 residues for Bax, 18 ses helix ␣1 occurs during apoptosis. (Figure 2 ). In addition, the rotation of this helix will also mains flexible and solvent exposed in the presence of detergent. The long loop between helices ␣1 and ␣2 disrupt the hydrophobic core formed by helices ␣1, ␣4, ␣5, and ␣6. Considering that the side opposite to the also shows the same behavior. All of these taken together would suggest that the primary driving force for proposed interaction site of helix ␣2 contains mostly polar residues, this rotation will lead to a very energetiaggregation would be changes in the helical packing, and the conformations of these loops seem to play no cally unfavorable conformation. Therefore, rotation of this helix would require considerable rearrangements of major role. The structural similarity between Bax and Bcl-x L sugother parts of the protein.
Bax has been suggested to undergo a conformational gests that functional models put forward for one might be applicable for the other. In other words, the hychange under high pH condition ( . Our detergent titration study confirms form a hydrogen bond to the carboxyl group of Asp 98 in helix ␣4. These contacts between the Bax C terminus these observations. One of the biggest questions was whether this transformation would be associated with and the BH3 binding pocket would prevent dimer formation at this site. It is very unlikely that a BH3 domain of considerable conformational change of Bax. Our data show that the presence of detergent triggers Bax to another Bcl-2 family member alone could compete with the C-terminal helix of Bax for binding to its BH3 pocket. form higher aggregates. It was not possible to estimate the effective size of the aggregates, since NMR cannot Therefore, dimerization via this pocket cannot occur in the cytosol without the presence of an energy-driven easily distinguish between the size of the detergentformed micelle and the protein aggregates. However, it triggering process to disengage helix ␣9. has been suggested that Bax would form an oligomer composed of six to eight Bax molecules in the presence Intracellular Localization The C-terminal helix, composed mostly of hydrophobic of detergent (Antonsson et al., 2000) , and our data certainly do not dispute this observation. In addition, our residues, is also rich in amino acids containing hydroxyl groups (Thr merely facilitates mitochondria access that is the first determinant step in apoptosis.
NMR Spectroscopy
The result of this study only addresses factors that 
